CSF.lymphocytosis. The syndrome has superficial resemblance to the neurological sequelae of congenital infection, thus a rigorous search for microbiological and serological evidence of embryopathic infections should be carried out in each case.
(J Med Genet 1995;32:881-884) cerebrospinal fluid lymphocytosis an absolute requirement for diagnosis? Nevertheless, allowing some latitude in the interpretation of pre-1984 publications and also other reports where cases have been investigated to a variable extent, there are nearly 30 reported cases.'-" Although Aicardi-Goutieres syndrome is rare, its clinical genetic importance is exaggerated by the high chance that its symptoms and signs may be mistaken for the neurological sequelae of a non-genetic congenital infection.
Clinical features and natural history Typically, the antenatal history is uneventful and birth weight at term is normal. The head circumference (OFC) at The Aicardi-Goutieres syndrome Differential diagnoses ofAicardi-Goutieres syndrome (categories 1-3 were derived from Billard et al'3). 4 These authors noted that Fahr's disease was the eponym given to cases with the predominant finding of "idiopathic nonarteriosclerotic calcifications of the brain", following Fahr's description of a 55 year old man with symmetrical calcification of the basal ganglia and rapidly progressive neurological disease. Melchior et al4 also distinguished from Fahr's disease a familial genetic encephalopathy ofinfancy, akin to Aicardi-Goutieres syndrome, with demyelination and cerebral calcification. On its own, intracerebral calcification is not a particularly good diagnostic handle and an extensive list of nearly 100 causes was supplied in a case report of a child with dysosteosclerosis. 15 Fortunately, though, the vast majority of these listed syndromes are easily distinguished if the Aicardi-Goutieres syndrome is defined as a severe, progressive encephalopathy diagnosed shortly after birth with calcification in the basal nuclei and chronic excess of white cells in cerebrospinal fluid. The table provides a shorter list of references to groups of disorders which need to be considered in the differential diagnosis of Aicardi-Goutieres syndrome.
Aetiology and genetics Case reports have documented parental consanguinity and the recurrence of the syndrome in sibs of diverse ethnic origins.'7'1 Thus, there is general agreement that an autosomal recessive gene causes this condition. Nevertheless, the syndrome's resemblance to neurodegeneration caused by embryopathic infection is long appreciated.' Moreover, there is a puzzling rise of cerebrospinal fluid IFN-oL," a cytokine which has the ability to protect cells against a wide range of DNA and RNA viruses as well as having antitumour and immunomodulatory effects through binding specific receptors on target cells and altering gene expression and post-transcriptional protein expression.26 Raised levels of IFN-oa, but not IFN-y, were found in cerebrospinal fluid or sera or both in seven out of eight patients with Aicardi-Goutieres syndrome with negative serology tests. " The IFN-oa levels in cerebrospinal fluid were high at birth and then slowly declined but were still present in two out of three patients tested at the age of 5 years. The reason for persistent production of IFNa in patients with familial encephalopathy is unknown but it is speculated that there may be an underlying pleiotropic inherited defect which causes leucodystrophy and defective regulation of IFN-oa synthesis, or an unknown viral infection associated with an autosomal recessive abnormality of host response.'' Prenatal diagnosis of Aicardi-Goutieres syndrome has not been accomplished although consideration may be given to measuring IFNot in a sample of fetal blood or cerebrospinal fluid. This procedure would be risky and speculative, so it is gratifying to record that Professor Lebon has started collection of DNA samples from suitable families for the purpose of molecular genetic studies.
